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DETAILED ACTION 



Applicants' election without traverse of Group II, claims drawn to a method for 
treating or preventing hot flashes in a patient comprising adminsitering to the patient in 
need of such treatment or prevention a therapeutically effective amount of a prodrug of 
a GABA analog, or a pharmaceutically acceptable salt, hydrate or solvate thereof with 
elected species gabapentin enacarbil also known as XP 13512 as a specific prodrug 
of the GABA analog gabapentin is acknowledged. 

The structure of the elected species is depicted below: 



Claims 1-17, 19 and 20 have been examined only to the extent of applicants' 
elected species. Claim 1 8 has been withdrawn from consideration since it is drawn to a 
non-elected invention. 




Claim Rejections - 35 USC §112 



1. 



The following is a quotation of the first paragraph of 35 U.S.C. 112: 
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The specification sliall contain a written description of the invention, and of the manner and process of 
mailing and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

2. Claims 1-17, 19 and 20 are rejected under 35 U.S.C. 112, first paragrapli, 
because tine specification, wliile being enabling for the "treating hot flashes", does not 
reasonably provide enablement for the "preventing hot flashes". The specification 
does not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to practice the invention commensurate in scope with these claims. 

3. Enablement is considered in view of the Wands factors (MPEP 21 64.01 (a)). 
These include: nature of the invention, breadth of the claims, guidance of the 
specification, the existence of working examples, predictability of the prior art, state of 
the prior art and the amount of experimentation necessary. All of the Wands factors 
have been considered with regard to the instant claims, with the most relevant factors 
discussed below. 

Nature of the Invention : All of the rejected claims are drawn to a method of 
treating or preventing hot flashes in a patient comprising administering to the 
patient in need of such treatment or prevention a therapeutically effective amount 
of a prodrug of a GABA analog, or a pharmaceutically acceptable salt, hydrate or 
solvate thereof. The nature of the invention is extremely complex in that it 
encompasses the actual prevention of hot flashes such that the subject treated 
with above compounds does not contract hot flashes. 
Breath of the Claims : The complex of nature of the claims 
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greatly exacerbated by breath of the claims. The claims encompass prevention 
of hot flashes in humans which has potentially many different causes (i.e. many 
different mutations or combination of mutations). Each of which may or may not 
be addressed by the administration of the claimed compounds. 
Guidance of the Specification: The guidance given by the specification as to 
how one would administered the claimed compounds to a subject in order to 
actually prevent hot flashes is minimal. All of the guidance provided by the 
specification is directed towards treatment rather than prevention of hot 
flashes. 

Working Examples: All of the working examples provided by the specification 
are directed toward the treatment rather than prevention of hot flashes. 
State of the Art: While the state of the art is relatively high with regard to 
treatment of hot flashes, the state of the art with regard to prevention of such 
disorders Is underdeveloped. The Role of Serotonin in Hot Flushes by Hemmie 
H.G. Berendsen, Maturitas (2000) 36 (1): 155-164), teaches that 80% of all 
women experience hot flushes as a aprt of menopause, with 40%seeking 
medical help, and also teaches that such flushes may occure after bilateral 
ovariectomy and in premenstrual syndrome (see page 155, in particular). The 
reference teaches that the exact pathophysiology of the hot flushes is still 
unknown, although estrogens are believed to play a role (see page 156, in 
particular). Thus, the exact pathophysiology of hot flaushes are not known. 
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Therefore, the method comprising actual prevention of hot flushes with unknown 
pathophysiology Is highly speculative. 

Predictability of the Art: The lack of significant guidance from the specification 
or prior art with regard to the actual prevention of hot flashes in a human subject 
with the claimed compounds makes practicing the claimed invention 
unpredictable In terms of prevention of hot flashes. 
Ttie amount of Experimentation Necessary: In order to practice claimed 
invention, one of skilled in the art would have to first envision a combination of 
appropriate pharmaceutical carrier, compound dosage, duration of treatment, 
route of administration, etc. and appropriate animal model system for one of the 
claimed compounds and test the combination in the model system to determine 
whether or not the combination is effective for prevention of hot flashes. If 
unsuccessful, which Is likely given the lack of significant guidance from the 
specification or prior art regard prevention of hot flashes with any compound, one 
of skill in the art would have to then either envision a modification of the first 
combination of pharmaceutical compound, compound dosage, duration of 
treatment, route of administration, etc. and appropriate animal model system, or 
envision an entirely new combination of the above, and test the system again. If 
again unsuccessful, which is likely given the lack of significant guidance form the 
specification of prior art regarding prevention of hot flashes with any compound, 
the entire, unpredictable process would have to be repeated until successful. 
Therefore, it would require undue, unpredictable experimentation to practice the 
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claimed invention to prevent the development of hot flashes in a subject by 
administration of one of the claimed compounds. 

Therefore, a method of treating or preventing hot flashes in a patient comprising 
administering to the patient in need of such treatment or prevention a therapeutically 
effective amount of a prodrug of a GABA analog, or a pharmaceutically acceptable salt, 
hydrate or solvate thereof is not considered to be enabled by the instant specification. 



Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 



the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
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the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-17, 19 and 20 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Guttuso, Jr. (U.S.Patent No. 6,310,098 B1) of record in view of R & D 
Focus Drug News (9 Dec. 2002). 

Guttuso, Jr. teaches method of treating hot flashes comprising administering 
gabapentin in a male or female, (abstract, columns 7 and 8, Example 2). 

Guttuso, Jr. teaches that hot flashes or flushing occur commonly in menopausal 
women but men may also have hot flashes following androgen deprivation therapy 
(from bilateral orchiectomy or treatment with a gonadotrophin-releasing-hormone 
agonist) for metastatic prostate cancer, (column 1 , lines 15-37). 

Guttuso, Jr. does not expressly teach employment of gabapentin enacarbil for 
the treatment of hot flashes, specific amounts, and the specified dosage formulations. 

R&D Focus Drug News teaches Gabapentin XP (also known as gabapentin 
enacarbil) is a prodrug of gabapentin. R&D Focus Drug News teaches gabapentin 
enacarbil demonstrated dose-proportional blood levels of active gabapentin, following 
oral administration and it is better absorbed into the colon than gabapentin itself. 
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It would have been obvious to one of ordinary skill in the art to employ 
Gabapentin XP for the treatment of hot flashes in men or woman because R&D Focus 
Drug News teaches that Gabapentin XP is a prodrug of gabapentin and because it has 
advantages over gabapentin by exhibiting better absorption into the colon than 
gabapentin. One would have been motivated to make such a modification in order to 
achieve expected benefit of "prodrug" of gabapentin well known to one of ordinary skill 
in the art that converts to active form, i.e. gabapentin in human body. There is a 
reasonable expectation of success in treating hot flashes comprising administering 
Gabapentin XP to men or woman suffering from hot flashes because Gabapentin is 
known in the art by Guttuso, Jr. for having effectiveness in treating hot flashes and 
because Gabapentin XP is a prodrug of Gabapentin converts to Gabapentin in vivo as 
taught by R & D Focus Drug News. The amounts of active agents to be used, the 
pharmaceutical forms, e.g., tablets, etc; mode of administration, flavors, surfactant are 
all deemed obvious since they are all within the knowledge of the skilled pharmacologist 
and represent conventional formulations and modes of administration. 

For these reasons the claimed subject matter is deemed to fail to patentably 
distinguish over the state of the art as represented by the cited references. The claims 
are therefore properly rejected under 35 U.S.C. 103. 



None of the claims are allowed. 
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Any inquiry concerning tliis communication or earlier communications from the 
examiner should be directed to Jennifer Kim whose telephone number is 571-272-0628. 
The examiner can normally be reached on Monday through Friday 6:30 am to 3 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan can be reached on 571-272-0629. The fax 
phone number for the organization where this application or proceeding is assigned is 
571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Jennifer Kim/ 

Primary Examiner, Art Unit 1617 

Jmk 

May 21, 2008 
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